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as determined by the responsible indi-
vidual conducting the test.

[38 FR 8426, Apr. 2, 1973, as amended at 40 FR
45419, Oct. 2, 1975; 41 FR 6751, Feb. 13, 1976; 43
FR 3701, Jan. 27, 1978; 56 FR 66782, 66783 Dec.
26, 1991]

§ 101.6 Cell cultures.

When used in conjunction with or in
reference to cell cultures, which may
be referred to as tissue cultures, the
following terms shall mean:

(a) Batches of primary cells. A pool of
original cells derived from normal tis-
sue up to and including the 10th sub-
culture.

(b) Cell line. A pool of cells which are
11 or more subcultures from the tissue
of origin.

(c) Subculture. Each flask to flask
transfer or passage regardless of the
number of cell replications.

(d) Master Cell Stock (MCS). The sup-
ply of cells of a specific passage level
from which cells for production of bio-
logics originate.

[38 FR 8426, Apr. 2, 1973, as amended at 40 FR
45419, Oct. 2, 1975; 49 FR 22624, May 31, 1984]

§ 101.7 Seed organisms.

When used in conjunction with or in
reference to seed organisms, the fol-
lowing shall mean:

(a) Master Seed. An organism at a spe-
cific passage level which has been se-
lected and permanently stored by the
producer from which all other seed pas-
sages are derived within permitted lev-
els.

(b) Working Seed. An organism at a
passage level between Master Seed and
Production Seed.

(c) Production Seed. An organism at a
specified passage level which is used
without further propagation for initi-
ating preparation of a fraction.

[49 FR 22625, May 31, 1984]

PART 102—LICENSES FOR
BIOLOGICAL PRODUCTS

Sec.
102.1 Licenses issued by the Administrator.
102.2 Licenses required.
102.3 License applications.
102.4 U.S. Veterinary Biologics Establish-

ment License.

102.5 U.S. Veterinary Biological Product Li-
cense.

102.6 Conditional licenses.

AUTHORITY: 21 U.S.C. 151–159; 7 CFR 2.22,
2.80, and 371.2(d).

§ 102.1 Licenses issued by the Adminis-
trator.

Each establishment qualified to pre-
pare biological products under the
Virus-Serum-Toxin Act shall hold an
unexpired and unrevoked U.S. Veteri-
nary Biologics Establishment License
issued by the Administrator and a U.S.
Veterinary Biological Product License
for each product prepared in such es-
tablishment unless the product is sub-
ject to the provisions of 9 CFR parts
103 or 106 of this subchapter.

[60 FR 48021, Sept. 18, 1995]

§ 102.2 Licenses required.

(a) Every person who prepares bio-
logical products subject to the Virus-
Serum-Toxin Act shall hold an
unexpired, unsuspended, and unrevoked
U.S. Veterinary Biologics Establish-
ment License and at least one
unexpired, unsuspended, and unrevoked
U.S. Veterinary Biologial Product Li-
cense issued by the Administrator to
prepare a biological product.

(b) An applicant who applies for an
establishment license must also apply
for at least one product license. An es-
tablishment license will not be issued
without a license authorizing the pro-
duction of a biological product in the
establishment.

[52 FR 11026, Apr. 7, 1987, as amended at 56
FR 66783, Dec. 26, 1991; 61 FR 52873, Oct. 9,
1996]

§ 102.3 License applications.

(a) U.S. Veterinary Biologics Establish-
ment License. (1) The operator of each
establishment of the kind specified in
§ 102.2 shall make written application
to the Administrator for a license.
Blank forms of application will be fur-
nished upon request to Animal and
Plant Health Inspection Service.

(2) When a person conducts more
than one establishment, a separate ap-
plication shall be made for each estab-
lishment.
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(3) Whenever subsidiaries are to oper-
ate in an establishment for which li-
cense application is made, the appli-
cant shall apply for permission for such
subsidiaries to operate in the establish-
ment and furnish therewith a complete
statement regarding the relationship
between the applicant and the subsidi-
aries.

(4) Facilities documents, prepared as
prescribed in part 108 of this sub-
chapter, shall accompany the applica-
tion for license unless previously filed
with Animal and Plant Health Inspec-
tion Service.

(5) Each application for a U.S. Veteri-
nary Biologics Establishment License
shall be accompanied by an application
for one or more U.S. Veterinary Bio-
logical Product Licenses and the sup-
porting documents required by para-
graph (b)(2) of this section.

(6) A new application shall be made
when a change of ownership, operation,
or location of an establishment occurs;
or prior to the expiration of a U.S. Vet-
erinary Biologics Establishment Li-
cense issued for an interim period of
time.

(b) U.S. Veterinary Biological Product
License. (1) The licensee of each estab-
lishment or applicant for an establish-
ment license shall make written appli-
cation to the Administrator for a U.S.
Veterinary Biological Product License
for each biological product to be pre-
pared in the licensed establishment.

(2) Each application for a U.S. Veteri-
nary Biological Product License shall
be supported by:

(i) At least four copies of an Outline
of Production prepared in accordance
with §§ 114.8 and 114.9 of this sub-
chapter; and

(ii) At least three copies of test re-
ports and research data sufficient to
establish purity, safety, potency, and
efficacy of the product; and

(iii) Legends prepared as prescribed
in § 108.5 of this subchapter designating
which facilities are to be used in the
preparation of each fraction; and

(iv) Labels in finished form or
sketches prepared as prescribed in
§ 112.5 of this subchapter, together with
information regarding all claims to be
made on labels and in advertising mat-

ter to be used in connection with or re-
lated to the biological product.

(Approved by the Office of Management and
Budget under control number 0579–0013)
[39 FR 37763, Oct. 24, 1974, as amended at 48
FR 57472, Dec. 30, 1983; 49 FR 21043, May 18,
1984; 50 FR 50763, Dec. 12, 1985; 56 FR 66783,
Dec. 26, 1991]

§ 102.4 U.S. Veterinary Biologics Estab-
lishment License.

(a) Before a U.S. Veterinary Biologics
Establishment License will be issued
by the Administrator for any establish-
ment, an inspection shall be made to
determine whether the condition,
equipment, facilities, and the like, of
the establishment, and the methods
used to prepare biological products are
in conformity with the requirements in
the regulations.

(b) A license shall not be issued un-
less:

(1) In the opinion of the Adminis-
trator, the condition of the establish-
ment, including its facilities, and the
methods of preparation of biological
products are such as reasonably to as-
sure that the products shall accomplish
the purpose for which they are in-
tended; and

(2) The Administrator is satisfied on
the basis of information before him
that:

(i) The establishment shall be oper-
ated in compliance with the Act and
applicable regulations and be under the
supervision of person(s) competent in
the preparation of biological products;
and

(ii) The applicant, or the person hav-
ing the responsibility for producing bi-
ological products in the establishment,
or both, is qualified by education and
experience, and has demonstrated fit-
ness to produce such products in com-
pliance with the Act and regulations
issued pursuant thereto; Provided,
That, previous violations of the Act, or
such regulations or both shall be rel-
evant to the Administrator’s deter-
mination of fitness.

(3) Written assurance is filed with
Animal and Plant Health Inspection
Service that the biological products
which are licensed to be prepared
therein shall not be so advertised as to
mislead or deceive the purchasers and
that the packages or containers in
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which the same are to be marketed
shall not bear any statement, design,
or device which is false or misleading
in any particular.

(c) U.S. Veterinary Biologics Estab-
lishment Licenses shall be numbered
and shall be in the following form:

U.S. VETERINARY BIOLOGICS ESTABLISHMENT
LICENSE

No. ———,
Washington, DC, ——————.

This is to certify that, pursuant to the
terms of the Act of Congress approved March
4, 1913 (37 Stat. 832) governing the prepara-
tion, sale, barter, exchange, shipment, and
importation of viruses, serums, toxins, and
analogous products intended for use in the
treatment of domestic animals
———————— is hereby authorized to main-
tain at ———————— an establishment for
the preparation of biological products speci-
fied in one or more unexpired, unsuspended,
and unrevoked product licenses and des-
ignated to be produced in this establishment.
This license is subject to termination as pro-
vided in the regulations made under the au-
thority contained in said Act, and to suspen-
sion of revocation if the licensee violates or
fails to comply with said Act or the regula-
tions made thereunder.

————————————————————.
Administrator, Animal and Plant Health In-

spection Service.

(d) Two or more licenses may bear
the same number when they are issued
for establishments under the same
ownership or control, provided a serial
letter is added to one or more to iden-
tify each license and the product pro-
duced thereunder.

(e) When a U.S. Veterinary Biologics
Establishment License is issued for an
establishment, it shall not apply to
more than one person at the same loca-
tion, except that subsidiaries of the li-
censee, when named in the license, may
operate thereunder at the establish-
ment named. The licensee with its sub-
sidiaries will be held responsible for all
operations conducted in the licensed
establishment.

(f) When a licensee no longer holds at
least one unexpired, unsuspended, or
unrevoked product license authorizing
the preparation of a biological product,
or is in the process of obtaining a prod-
uct license, the establishment license
shall no longer be valid and shall be re-
turned to the Administrator. In the
case where an establishment license
expires or is suspended or revoked, any

product license authorizing prepara-
tion of a product at such establishment
shall be invalid indefinitely or for as
long as the suspension is in effect.

(g) Any license issued under this part
to establishments in which biological
products are prepared shall be issued
on condition that the licensee permit
the inspection of such establishments,
products, product preparation, and all
relevant records as provided in part 115
of this subchapter. Failure to permit
inspection may result in the license
being suspended or revoked.

(h) The provisions of paragraph (b) of
this section shall also be applicable to,
and be considered by, the Adminis-
trator in connection with each applica-
tion for an additional product license.

(Approved by the Office of Management and
Budget under control number 0579–0013)

[39 FR 37762, Oct. 24, 1974; 39 FR 38364, Nov. 1,
1974, as amended at 41 FR 44359, Oct. 8, 1976;
48 FR 57472, Dec. 30, 1983; 52 FR 11026, Apr. 7,
1987; 52 FR 30131, Aug. 13, 1987; 56 FR 66783,
Dec. 26, 1991; 60 FR 48021, Sept. 18, 1995; 61 FR
52873, Oct. 9, 1996]

§ 102.5 U.S. Veterinary Biological
Product License.

(a) Authorization to produce each bi-
ological product shall be specified on a
U.S. Veterinary Biological Product Li-
cense, issued by the Administrator, and
supplementary to the U.S. Veterinary
Biologics Establishment License
named therein.

(b) The following shall appear on the
U.S. Veterinary Biological Product Li-
cense:

(1) The U.S. Veterinary Biologics Es-
tablishment License Number for the es-
tablishment from which the product is
released for marketing.

(2) The true name of the product.
(3) The product code number for the

product.
(4) The date of issuance.
(5) Any restrictions designated by the

Administrator under paragraph (e) of
this section.

(6) When necessary to comply with
§ 102.6 of this part, a termination date
and a brief description of requirements
to be met for reissuance.

(c) The U.S. Veterinary Biological
Product License shall be in the follow-
ing form:
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U.S. VETERINARY BIOLOGICAL PRODUCT
LICENSE

Washington, DC, ——————.
This is to certify that, pursuant to the

terms of the Act of Congress approved March
4, 1913 (37 Stat. 832), governing the prepara-
tion, sale, barter, exchange, shipment, and
importation of viruses, serums, toxins, and
analogus products intended for use in the
treatment of domestic animals, the person
holding U.S. Veterinary Biologics Establish-
ment License No. ——— is authorized to pre-
pare —————— in the facilities designated
in the establishment license.

Preparation shall be in accordance with
the provisions of the Act, the regulations
made thereunder, and additional restrictions
or requirements when listed below.

This license is subject to termination as
provided in the regulations made under the
authority contained in said act, and to sus-
pension or revocation if the licensee violates
or fails to comply with said act or the regu-
lations made thereunder.

Administrator, Animal and Plant Health
Service.

(d) The following provisions shall
apply to all licensed biological prod-
ucts:

(1) Licensed biological products shall
be prepared as required by the regula-
tions and in accordance with a filed
Outline of Production as prescribed in
§§ 114.8 and 114.9 of this subchapter. No
change shall be made in the prepara-
tion of a biological product without
prior approval of the Administrator.

(2) In addition to restrictions im-
posed by the Administrator pursuant
to paragraph (e) of this section, bio-
logical products may be subject to re-
strictions which are imposed by any
State or other jurisdiction pertaining
to the distribution and use of such
products, based on local disease condi-
tions.

(3) When requested by the Adminis-
trator, a licensee shall submit a list of
licensed biological products prepared
in the licensed establishment.

(e) Where the Administrator deter-
mines that the protection of domestic
animals or the public health, interest,
or safety, or both, necessitates restric-
tions on the use of a product, the prod-
uct shall be subject to such additional
restrictions as are prescribed on the li-
cense. Such restrictions may include,
but are not limited to, limits on dis-
tribution of the product or provisions

that the biological product is re-
stricted to use by veterinarians, or
under the supervision of veterinarians,
or both.

(f) Any person may request that the
distribution and use of a veterinary bi-
ological product be restricted if the re-
striction pertains to the protection of
domestic animals or the public health,
interest, or safety, or both. All re-
quests must be sent, in writing, to the
Animal and Plant Health Inspection
Service, Biotechnology, Biologics, and
Environmental Protection, Veterinary
Biologics, 4700 River Road Unit 148,
Riverdale, Maryland 20737–1237. Re-
quests must specify the restriction(s)
being requested and must explain why
the restrictions are needed. Copies of
any supporting documents, such as sci-
entific literature, published or
unpublished articles, or data from
tests, should be attached to the re-
quest. When a decision is reached re-
garding the request, the person submit-
ting the request will be sent written
notification of such decision.

(Approved by the Office of Management and
Budget under control number 0579–0013)
[39 FR 37763, Oct. 24, 1974, as amended at 48
FR 57472, Dec. 30, 1983; 50 FR 50764, Dec. 12,
1985; 52 FR 11026, Apr. 7, 1987; 56 FR 66783,
Dec. 26, 1991; 57 FR 38760, Aug. 27, 1992; 59 FR
67616, Dec. 30, 1994]

§ 102.6 Conditional licenses.
In order to meet an emergency condi-

tion, limited market, local situation,
or other special circumstance, includ-
ing production solely for intrastate use
under a State-operated program, the
Administrator may, in response to an
application submitted as specified in
§ 102.3(b) of this part, issue a condi-
tional U.S. Veterinary Biological Prod-
uct License to an establishment under
an expedited procedure which assures
purity and safety, and a reasonable ex-
pectation of efficacy. Preparation of
products under a conditional license
shall be in compliance with all applica-
ble regulations and standards and may
be restricted as follows:

(a) The preparation may be limited
to a predetermined time period which
shall be established at the time of issu-
ance and specified on the license. Prior
to termination of the license, the li-
censee may request reissuance. Such
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requests shall be substantiated with
data and information obtained since
the license was issued. After consider-
ing all data and information available,
the Administrator shall either reissue
the U.S. Veterinary Biological Product
License or allow it to terminate.

(b) Distribution may be limited to
the extent necessary to assure that the
product will meet the basic criteria for
issuance of the conditional license.

(c) Labeling for the product may be
required to contain information on the
conditional status of the license.

[52 FR 11026, Apr. 7, 1987, as amended at 60
FR 48021; Sept. 18, 1995]

PART 103—EXPERIMENTAL PRO-
DUCTION, DISTRIBUTION, AND
EVALUATION OF BIOLOGICAL
PRODUCTS PRIOR TO LICENSING

Sec.
103.1 Preparation of experimental biological

products.
103.2 Disposition of animals administered

experimental biological products or live
organisms.

103.3 Shipment of experimental biological
products.

AUTHORITY: 21 U.S.C. 151–159; 7 CFR 2.22,
2.80, and 371.2(d).

§ 103.1 Preparation of experimental bi-
ological products.

Except as otherwise provided in this
section, experimental biological prod-
ucts which are neither composed of nor
prepared with organisms or antigens
used in biologicals already licensed,
shall not be prepared in the production
facilities of a licensed establishment.
Upon application therefor, the Admin-
istrator may authorize the preparation
of experimental products on the prem-
ises of a licensed establishment if he
determines that such preparation will
not result in contamination of the li-
censed products. Each request for per-
mission to prepare an experimental bi-
ological product on licensed premises
shall indicate the nature of the unli-
censed product, designate facilities to
be used, and specify precautions which
will be taken to prevent contamination
of licensed products. Such requests
shall be submitted to the Adminis-
trator. Research facilities that are en-
tirely separate and apart from facili-

ties used for the preparation of licensed
biological products will not be consid-
ered a part of the licensed premises for
purposes of this section.

(Approved by the Office of Management and
Budget under control number 0579–0013)

[30 FR 11848, Sept. 16, 1965, as amended at 48
FR 57473, Dec. 30, 1983; 56 FR 66783, Dec. 26,
1991]

§ 103.2 Disposition of animals adminis-
tered experimental biological prod-
ucts or live organisms.

Safeguards as herein provided shall
be established by the research inves-
tigator or research sponsor to control
disposition of all animals administered
experimental biological products or
live organisms.

(a) Surviving test animals (including
challenged control animals) shall not
be removed from the premises on which
the tests are conducted for at least 14
days after administration of an experi-
mental biological product or live orga-
nisms: Provided, however, That this
holding period may be increased or de-
creased as permitted or requested by
the Administrator following review of
all relevant information or data avail-
able.

(b) All animals administered experi-
mental biological products which are
to be slaughtered at establishments
subject to the Federal Meat Inspection
Act, as amended and extended (21
U.S.C. 601 et. seq.) are subject to the ap-
plicable requirements of § 309.16 of this
title (Meat Inspection Regulations).

(c) Except as otherwise provided in
this paragraph, the research investiga-
tor or research sponsor shall maintain
adequate records relative to the dis-
position of each animal administered
experimental biological products.
These records shall be maintained for a
minimum period of two years from the
date that an experimental product was
administered to such animal, and shall
show the name and address of the
owner; number, species, class and loca-
tion of the animals; and if sold, the
name and address of the consignee,
buyer, commission, firm or abattoir:
Provided, however, That a research in-
vestigator or research sponsor may be
exempted from these recordkeeping re-
quirements by the Administrator on
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